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[0001] Mm^GnRHT^^^tcn^<DM^Mcir^4^^±^tm. 

[0002] GnRH (t u< «lhrh) b^x^hn^m^M^^^wcm^^i^mr 

<D&fo\mmb^xwim£tix&*). m^\ttfrb<n'&immm\^ 

_b^©j;9t-GnRH^ffl^«>fb^^. m&mmt£b*<DmmmtL,xfc<m 
mzn, mzm±Lmmti:b*<Dmft<z>m\<^mmz#>\,^xfe, mmK&\tz>'&nmm 

<Dm-g:te, mm$J)&<Dfa±, jSitm^QOL (quality of life, ^<DM)\^i±tl 
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[1] ^GnRHT^^h^c^^O^^^i-^^^n^^ir/V^M^ ^GnR 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

YteDLeu, DAla, DTr P> DSer(tBu\ D2Nal43j;tJ?DHis(ImBzl)d^M^tl^ 

2 5 2 

5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H 5 
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[7] MS? ^GnRHT^^h*fc{i^r<D^#^-r ; 5^^a^;^ , -fe/^^ IdGnR 

(i)GnRHT=?^b*fc^^:(Oi^t(ii)m*¥^^]t^)18, 000—^30, OOOtf) 

MWlCGnRHT^^h^c^^rO^^^i-^^^P^^-fe/V^^ 

(1) (i)GnRHT^^h*^i{^(Z)l^i:(ii)m*¥^J^-7-*^)8, 000— &J12, 000 

of L^-^y=«— /^mm-frfa (75/25 c^e/v%) ) ^^wi-^^n^ir/v^fc 

(2) (OGnRHT^^h^c^^rO^^aOmM^^^lS, 000—^18, 00 

o(D%Mm-erfcb*-$#Tz>^?v*y~t^x»foz>mm ci] ib^^^j ; 

C9] S» ^GnRHT^^h^i^^^^iSc-r^^-r^ci^^-fe/^ % 

(i) GnRHT^^h^ctt^O^^ (ii) fi* W^^*5000^TOfi^^^** 

as#&5M%£*T-C*>5* 15000— ^JSOOOOcDfLM'S^S: 

(1) (i)GnRHT^^h*fett*©^J:tJ«(u)mS^5>^*(Mw)^8, 000 
-fall, 500-C, m* 5 F*U^*(Mw)t#:^^*(Mn)<Dit^l. 9J;%± 

mMb?V=i— frm<DM.$re;v\ki!fi99. 9/0. l— 60/40-efe5?L^-^y^ 

(2) GnRHT^^h*fc^O^^j20-70m*%^L-C^P fc 3^Kffi?Ki:. ?L 
m/?V=>— /V^<Dm^it^80/20-100/0-ea*W^*^^)7, 000- 

5^30, oooTfc^^^y^—^v ^tttfV^—&MMmfflWntvx<SmL'Xt£Z> 

^^Wi^^fcoTGnRHT^^^c^^m^a^llJi-S^^o^^-fe 
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[ll] fkM&5irM yL±X*3bZ>ffim [103 IBm^#^tM^J ; 

[13]ftffitCGnRHT^^h*fc«^O^^i-5W^n^^ir/kiM^^Gn 

ta [ i] wm.(D%immM<Dmm.^m 

t-tzm&mffi. M&mm±m. *n\Hmm, ^nmm, *nmmm. mmmw-m 

[0006] ^^Pfl^M^GnRHT^^h^fc^^^^^^i-^^-r^P^^-t/^m 

[0007] WT,^l§K^ov>-cpjNa^Ki-§o 



WO 2005/074896 



5 



PCT/JP2005/001922 



Z.(DGriRHT^~*h<DfflbVXte.mx.\-£h})-- h&h GnRH T^xx?; 

^Yy^—iy^ T^K *—Xs<9 s r'C7 (Treatment with GnRH analogs: 
Controversies and perspectives) \s*>?VrS\s ^f/V—- y° (#c) (The 

Parthenon Publishing Group Ltd.)3im996*f\k #^¥3-503165-^-^^. #18 ¥ 
3-101695^\ IU7-97334^ it^|^8-259460^^if (-IB^^tVtV >5^< 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z [I] 

[iSf, YJSDLeu. DAla„ DTrp, DSer(tBu), D2Nal*3«ttJ ? DHis(ImBzl)^^jl{^tV^ 
mm*. ZttNH-C H ifefcfSGly-NH Sr^tfl/^M***- ] X^^f^^M^ 1 ^^ 

2 5 2 

K^fett-t^Jfeif ^V^e)^^5o #1-, YfrDheuX, Z^NH-C h -c*>«^^-k* 

2 5 

fett-tOift (IP*?. 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H 5 t?^ 

mm. mm, mm. mm, *vmm), &mmm, mm, mmm, ^?m, mm. 
mmmmm, v^^^rv^m^mmr^m. r/^^m^mmar^/mm 
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[0008] (l)=f-fewy^(Goserelin) 



CH, 



H 3 C- 



~CH, 




^NH 



His^ ,,H ^Ser ^NH^Y^" 611 ^ Arg ^ ro 




' TrP ^Ser^ Tyr ..„ 
0' "" 0 

(^H#^4100274-S-, #^SBg52-136172-^), 
(2) ^irl/y^(Buserelin) 

Mb2] 



NH ^ IT 
0 



CH, 



-CH, 




1: /Trp^^ ^Tyr. 



His' 



Ser 



-NH 




0 "^^^^NH^ 



0 ^ NH H 

(^B#fFNo. 4, 024, 248, K^-y#fF^2438352-^, #^Bgfp51-41359^) 



(3) hU^M/y^Triptorelin) 
Mb3] 

"His 



0 




/ TrP ^Ser^ Tyr ^Trp^ Uu 



Arg/ Pro \ G ly^ 



(^H#P^m4010125-^, #MBg52-31073-^), 
(4) ^-^Tl/y ^(Nafarelin) 
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'NH 



His" -Ser/ Tyr ^AIa/ LeU ^ Arg /Pro^ Giy/N H 2 



-Trp- 




0fcB#M&4234571-J§-, #HBg55-164663#, |WIBg63-264498-^, H3BS64 

-25794^-) „ 

(5) fcJ*hl/y>(Histrelin) 

am 



N 




0 




-Leu. 



NH ms J) 



.Pro. 



(6) ^>nwy V(Deslorelin) 
Mb6] 



0 




*NH« 



(*H^^^4569967-^, H34218439-5§-) . 

( 7) ^T" ^(Meterelin) 

Wb7] 



0^ 




0 




H is ^ TrP ^Ser/ Tyr ^NH 
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(PCT WO 91/18016). 
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(K^#fFlg2213737W££\ &1ttttlb<Dmtei!ifl1btft>teo 
[0009] ^GnRHT^^h^fc^^^^^^-rS^^n^^-fe/V (J^T. m 

So 

■fc/KI rftffi ^GnRHT^^h*fctt*©^Sr^*Sci-S^^o*^'-fe^j £LT, 
£tfS-T?#5„ 0llx.fi (i)^Jl^ GnRHT^^h^^tt-tOifiSrlfeJH-SW^n^ 
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^n^^/W*fc«EP442671^^^|Em<^#^'l4^^t I ^^ e -fe^^ (ii) WOO 

x%% 0 

[ooio] ^-e m^^xm v ^ j tn^ mm^w^^^^^^m-r^mm 
m&mm\k&M&mm&m&'4kmmm^xh&<(ft&, z.<dw&, mm 

x&m&mm7~ 1 5xm , $ <b k#*l< »^8«j*sc»i^j i ic»LT«»i»ieWK 

M.&t*tMti£&&:fe1rZ>Z.k&X%Z> 0 )„ 

m<o#ttm$miz. Mm^GhRHrdr^^t c n^(D^^wcir^t^x^ 0 
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[00 1 1] _h|BOGnRHT=f , 0*b< }*5£ 

5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C H XMfr&fo&^zf^}? 

2 5 

ibbtiz>&%i<DUfc, m^m, m^nk -^/k mmm. $cim. m&mt&tkb 

^-mm^hfitcmmmmKm^ti^^itmm^mxm^i-^t^^X± 
(0!U atfyy/W<— h80(TM) „ HCO-50)ft^WfflL-ObJ;^ 

Zf±A^)<OW^^ EP190833, EP442671. WO03/ / 002091^^^|S^(D^& 

i^ot, ^m^wmm^it.\t^mmk^^^^7V)<om^\^ W003/00 
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[0012] ^K$S^J^^^GnRHT^^b*fc^^O^#^5^^n^^/V^ 

%^?v*^;vt*n^ttxt£&&imm: : m\^ mm ^GnRHT^^h^ 

/t^^O^^^^^^^n^^-fe/V^MW^GnRHT^^b^fcii^Oit^ 

^7vt<Dm^\^ w^ir^-^m^nRxf=i^im,mjM<Dmxh<>x-h. %.x 

^(D^^#^i-§^^n^^ir/VtMW^GnRHT^^h*fc^^:<D^^#^i- 

£i\ *^GnRHT=?^h(^b<«, y^-^nvy^fcf^O^, £b< 
f*^y^— ^nwy^)^20— 70%(W/W\ #f^b<f325~65%(W/WK =fc 
«9^b<f*35-60%(W/W)^b, rtl,^^g-efc^}iif^^>', fc3VM« 

SttT5:y^if(D^^^i®^^b<{«^b, rt^+a^ti-So 

^tt^Ort^+i^tf^f*, GnRHT^^M^b^ y^— ZftiUV>^tc^ 

irbx, mm. mm. ^^m. ?^m. v>m. mm. Tkm^bvvj*. r;v^^y 
tL,x. r/vzf*>. ?^>m. ^u^ifT^mwtm^hvvj*. ^^by 
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[0013] ^oj;5lcLT#e>^crt7Kffi^x ft&tt&toWV^—)ttttm&Mft)* 

Tween 60, Th^^W— sKjJ*d^>^U>^^'>?ftf|*frCHCO-60, HC 

o-5o, p 3fc^*^XlJfeif), ^v^#y^~— /vtroyK^ ^yifn— 

%d^20%o«S6B* i fe5il3BlR-e#> «t«)»*b<»4#U0.05%d^lO%©«Bia"t?ffl 
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k&X%Z> 0 

[0014] Z.<D £5 \^XUb*tfz.^?u%ttMt&foftM&%\ Mi?llLT5>ltLfct, 

m&isxm^^xh&w r*bb(D*T\ m^&m^M>xm&&'j?t;:\^i>-^i/~h 

^tht)m-&£tix\<^m&ftb*xi^ ^<Dm*mm^x&ifrmmmm\H\zt£Z> 

wfemmz. / £%i<Djjmi£i,fz.i)^xnx-\'££\\ 
[ooi5] z^«ig<Djpi?ag», ^mx^y-^— (D^y^mm^t^hn.^^ 
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umum. mm^. ^m^nm, mm^mt. ^^n*:/-^^^, 

[0016] m^mm^^^ri^^v^mrr^^^ ^w/o^/vv-a^ateA, 
mx.&. is])=»m. *a.m. =*-^m, mmm. ^^ym, r^?a 

mftitm*-hnx.x^£}<\ 

iooo n m<Dmm&mtfbfr, j^^l^s^-soo m m<omm\^h^t 
mmx3bti&£<, tctz.&, ffi2t£\^mioo»m<nm.miz3b%^btmtiis\<\ 

[ooi7] ±mmftTM&mb^Xi^ {kfttHftM&tfV^-. a-tKn^^y* 
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y*A^^i^*^rt^#jgtt^^Sr^rt-«»^, d-> l- DL-ftwvvf 

«r/Bwct>J:v\, &SH^y=— /v|»£fle(£*T, #!K9^K-co 

^y^y=yK^^^$ns#^^§)^y(a-vT/T^y/^^x/v 
£fofy^mzv^-tzm.-?h<?xi>£\<\ mt\.x^ matt, mmmmm. 

[ooi8] £#rt#«?tfeKy-^~ tvx%m-yv=i--/i'mm&{£&m^z>m&. ^mmt 

i^;V%) te$J 100/0— $J40/605W*IX, $J 100/0-$j50/50^ i«90^L 

m^it^ioo/o-efc§?L^*^y^— (%mn&mi>&'£L'<m 
^rfL^^ya-/vM^#:j(Dft/j^9igL^o-'o-efc§fL^^^tt 

ffcJt tt, D-fr/L-ft: (^/V/^/V%) ^75/25-^J25/75(Df5|S<^tj^^W 
£LV\ ^D-H:/L-^ ( tt, #1^60/40— $j30/70<D$Sffl 
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$J3, 000— $J100, 000, »*b<tt^3, 000— #*J60, 000, ££>{C#?£L.<i3:$j3 
, 000—^)50, OOOtD&O/^fflV^ttSo 

, 000—12, 000(D%m-^V^—/^mM^ (75/25 (*;V%))tfcttli^ 
#^»13, 000-18, OOOCOfL^m^^rfflV^c^J^. *»l»*fe^>r^o*^-fe 

/vo^iji:bTm*¥^^*i8, 000-30, ooo<D$Lmm&fc&m^tcmMt 
ucswaam. 5-^3. 5^#tc0*uv\ 

„ m^O^W*(^7^)*)fc«9il#^20-^Jl000 ju moK-x'-r^n^/V) 
IX, $fe^{^40— &J1000 /x mol(-v-r^C2^/k) 3&S«pl^*bV\ 

[0019] _hfB(Dm*¥^^*, afc¥^#^*:fc<fctf#«£2:tt\ #^ftK*ntf>#y*^ 

u^m^Mtvxy/^—^—^^^h^^— (gpc) -ew jeub#y 

(1) m*¥i^^*^500#i£, 1, 000ft-j£, 3, 000#i£, 5, 000#5£, 10, 00 
Otfjfi, 20, OOOttjg, 50, 000#jE&mOO, OOOttaficD^*^^!^^!/ 

(2) 500#i£, 1, OOOttjfi, 2, 500tti£, 5, OOOflifi, 10, OOOttifi, 20, OOOtt 
j£, 50, 000#3£, 100, 000#j£, 200, OOOttaffi&tMOO, OOOttiao^igt 

(3) fi*^i^5>^-*^98900. 37200, 17100, 9490, 5870, 2500, 1051&U 5 

mfefe, GPcmm(My—M. hlc-812ogpc, ^m^^mm^rfYK^) , 

GPC#7 A (My—Wk. TSK gel G4000H , TSK gel G3000H , TSK gel G2000H 

HR HR HR 

&OTSK gel G1000H Srtm&A p ^ &W&ft<OJz& MlMK^Ut^iO 

HR 
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[0020] ±m<Dmm(D^/v^^mmtii^Mtm^x\)^tz.h<D(ur, r^Mt 

Zb, Wmg^5Nm^/ / T-lrh^hy/V(v/v=4/96)^2mL(C^b 
, 0. 01M o-^hn^3i=:/Vt:K9^V^^i&(ONPH)^(5N^/T-feh^MJ 
/V=1 . 02/35/15) 2mL£0. 15M (3-i^^VkT^ 
y^ntVV) -^/^^^K^ig^ (t°y^ / / ^^/-/^=4v/96v) 2mL^P 
X.-C40^C-e30^SJS^7t^^^5fei-§ o ^&7ki5fc(4|Hl)U^ T-feh^h 
y/V2mLT«i?U O. 5mol/L(D3i^/— /H47K^b^y^A^lmL^n^.-C60 
^30#SJ&£l*r5o SJSScSrl. 5N7k^fb^hy^7k^T*#^LTYmL^U 
1. 5N7K^^hy!>A7K^^^^L-C544nmP^3fe^A(/'cm)^a!|^i-^ 0 — 

uL-%my^mm^mmmntL.x, ^<Dmm^^^^mm cmoi/L&r 

/V^U^^-e^^s *fcONPH^-</Hklfe-eDL-?L^tK7^K^L^^#C0544nm 
[COOH] (mol/g) - (AYC) / (WB) 

ife^j;oT^fefde^rT/v^yM^fet-<t6^^v'/vS*j^^i- ; 5) ffife 

[0021] mr%LW^yv^~^mm&mttter%wtm&mte. mtm:. %mt^v^-/u 
m, tazm im^hfDmmm^mm^- mmm 1-28521-^) &z>\ *w?*wb 

Encyclopedic Handbook of Biomaterials and Bioengineering Part A: Materials, 
Volume 2, Marcel Dekker, Inc. 1995^)t?^it-Ct^o ±m<D<&%HDmMM&j7W: 

TV^£tePgfb&V^ mx.it, EP-A-0839525-^^IB«OAP7K^SJS^#-f- 
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BbkSffi&m. #BBH861-28521^#, #M¥lO-182496-^#, #W200 

[0022] J^ffctfj^ MM^WC^^^H/>tVX^ WO03/002092iiI 
legc^tvTV (i) GnRHT^^h*fc«^(0^t (ii) fi#^^^-*5000^T 

08;ttf, mj^^^l^bT^O. 001-^50% (w/V), 03;L<te&jO. 02-&J 
40%(w/wK£^#£L<te&jO. 1-&J30%(w/VK XW^VKi^mO. 1- 
$024% (w/w) „ #t£0*L<tt$j3-$!24% (w/w) , St>#*lXBtf&14~#*)2 
4%(w/w)-efc3 0 

ILBtfi^fteLTW:* ^IXte, ^T-»5000^T<om^#:^**^^5m*% 
^TT^«9Ro^*3000^T^m^^W*^^i. 5lt%«T^O, £<b 

^^^^T-SSOOOgJlT^fi^'a-^i^^smiro^T, ^43000^ 

r^m-a-^^**^!. 5m»%^T-efe , 9J-o^*iooo^T^m-a'^* 

ft, IL^Ml^ftWM*^^ A^UTte, 0*b< tel 5000-40000, 
#?3:L< tt^J 1 5000— &J30000. £9#mX KM) 1 7000— m 30000-?&>5o 

b&X%Z 0 

[0023] mm^ik^^^^t^xi-i, 

(1) (i)GnRHT^^hffc{*^cD^^t^(ii)fi*^^*(Mw)^8, 000 
-$Jll, 500T\ liW^i(Mw)ttW^l(Mn)Olt^l. 9£V)h± 
?L^^^y=— /«<om^/Ht^99. 9/0. 1— 60/40-Cfc5?L^-^U=3 
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(2) EP442671 fcfE*&&;tVCV GnRHT^=^h*fcf*^:<D^^l20-70m* 

o/o&mL'Xtzzft&mmb. %m/?v^—/i'm<Dmmi£&8o/2o~ loo/o-em 

*^^*d^7, 000-^30, oooT*fcs^y^— &i^*^#y^£;&m 

[0024] W^n^-feA' (B) tt*f W^n#:/ir/V'-e&9 , 0*b< (i) GnRHT^ 

^h^fc^^<D^^^ % m^^icsr^ (u) mm^^m (m 

w)^8, 000— fall, 500T\m* 5 F^I^^*(Mw)^W^*(Mn)(Dit 

an. 9«t«9t^<^ %mtyy=i— /^©aa^e/wt^s. 9/0. i-6o/4ot?&> 

5fL^^y^-/vM^^fc«^C>^^tp^)25-^j35 c C^^Lfc^^^ 
^bT^j25-^35 < C<DW/0^fUb^^5gb, ^^^15-^20^^^ 

^^n^^-fe/v (b) x~m^btiz>%m-yv=*~- ^mm&fcitfzfe*:<Dm.te, mm 
¥^^i(Mw)^8, 000—^11, 500-e, Wi%m-?})=*— 

S^TO^* (Mw) t^?L^^-;Wil^^^t^^t (Mn) (Difc^l 
. 9£<0h*i%<, %mb?V=i— /^m<Dm^/^it^99. 9/0. 1— 60/40"e&5?L 

for/^y^i, ^^>'7A^«DT/^y±^jR^if) j ^*am£ 
m%m-^v^-^mm^(DMm^^m. (m w ) bm%im-yv^-^mm& 

ft^^i^frT-SCMnJcDifcCMw/Mn^LTte, 0£L<tefal. 95— &J4. 0, 
fa2. 0—^)3. 5, £^C#mXtefa2. 3-fa3. 1X$>Z> 0 

%m-^v^—^mm^(Dm^.it (^%) te99/i-6o/4o;W£Lc <£ w 
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£L<te90/10-60/40, £<b^#mXte80/ 20-60/40, #Kl0*L<tt8O 
/20— 70/30-efc«9 x 3&d»-Ct>75/25^0*bV\ 

_hfB0>fLBfe-^y=»— ilST, &)8, ooo— fall, 
500, #SlXtt*&9, 000— fall, 500, ££fc#F3;L<f2fa9, 500— fall, 000T* 

<fe><5o 

[0025] --xnmm^m^A. m^mft+m&xxtftm&t^ 

(gpo -eaysb^y^^i^^iaas©^^* (M^&tm 5 ^) as*** 

m&&WM-rzz.tiz.£V)^ tw^Miait^o ^ir^n^m^mmmKx 

X&Z>Z.b&\<^\ ^l/tefaO. 3-fal. 2f&©$5fflrt-?a>5£i:«:V^o 
[0026] ###!j5<£>GPC$xite, GPC?fe-eWttbfcm*¥^^^-* (Mw) ^98900, 37 
200, 17100, 9490, 5870, 2500, 1051, 495X^8mM(D^])^U^m^$a a 

mmmmcm) *m^xmm-z>GPcmxihz> 0 
m~rz>zk&x*%z>o 
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(1) ?L*«^y3— /H»*fi^(?LBft/^y=»— /t«= 75/25, Mw=^10300, 
Mn=&J400(K Mw/Mnit = 2. 6(##^j5<DGPC&(l0fe) ^^t)) 

(2) ?L^-^y=i— /l^^fi^ffcCIL^/^y^— /V^= 75/25, Mw=$J10400, 
Mn=$j4100, Mw/MnJt = 2. 5(#%^j5tf>GPC£c(IBi£) ^«fcSflt)) 

[0027] %m-?))*-;i'Wtm&fc<D4m • ^^tt*a*fcfc5i >WiK:J:or^< 

m±o-c*few»ira«s<'t-5ii:t)*c** 0 ^saracm.^ 1-12^ , 0 naxrai 

^(#raBS61-28521^)feSVN^^^K^y^9^K^^#:^<©M^ 
fflV^P^^fi-o* (Encyclopedic Handbook of Biomaterials and Bioengineering PartA 
: Materials, Volume 2, Marcel Dekker, Inc. 1995<^) "C$^5a"C#§ 0 

^ =3^13— 7VK yy—X(j. Controlled Release), 41^, 249-257K> 1996^ 

543tfe(W^ri, *HS*«|jtt7KS»^fe, #5BBS61-28521^##flg)T^JS^< 
*P©i43g«fe (00*.**, WO94/15587-5§-4M$#JR0 XWkX%Z> 0 



WO 2005/074896 



22 



PCT/JP2005/001922 



Ingelheim KG) ^£>TffflR£*VCV >51>0£r/B V ^X%>£\ \ 

[0028] Mmm&\z£VM^tz.%m-yy^—^mm&fc<DM7k5m^ 
mm, m^m, ?^>m, ^^m^t^mmm^mifhti^o mmtvxit, 

^mtvxm^^xhx^\ 
^i%fr?mzmfei-z>z.bK£^xm'M:&:fe-rtiit£\< \ MTkftM^irzmmte 

<fe><5 0 

, ttfrtt&wxm^^bthmLm-yv^-^mm&fcxi^ %}M/<—xY<Dsb£ 
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[0029] M^m^tit'%m-^v^-^mm^m^^hicmm^nimir^t^»^ 

, ^onx^y, H^tzp;^^, (#k Tirh 

7vHS(#rk y^tKn:?^, xf/vx-f/v, ^y^nfcVv^— 7Vi^ 

%mznu mx.&m3—m2oi%m (w/ v ) xhz> 0 

mi*, m^mm^ti^^, m^m^titc^mm^Mvxxmmimx^ 

o 

±IBbfc»»lxm^«£«9. *^t£<^5HMb1^> (mf«*W#^-*&J 

l.ooo^T^o) %&izirz>~btfx%z> 0 ^<d £?temmjin*mxmbtiz>%m- 
ph, mmti'M. cu 2+ , ai 3 \ zn 2+ ^if) , mmmm, m&m, 
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3Zm<DjfJ*mbVXi^ Tfr>Tlf^ Ty\?TJJ^ T-T/^^K^, Xy^tf^ h 
yJJUl/YJJ^ 7T\V-%^ v~%xh}?--^lfJ>>tj:b*&mftbti% 

if). ^y^/v^^(^J, #yr^yA-^ ^y^^r^y/v^. ^(Goodrich 

[0031] -v(?v%Zf±/V (B) GnRHT=f-^h*fci*-?r<Di&^f L^-^y=«— /V^fi-^ 
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5/^, fcJfctfJftO. 01-^50% (w/wh 0£L<i2&jO. 1— Jft30%(w/wh 
IX te$j5-$j24% (w/w) T?fcS 0 

^^v^HOti^WKMwJWs, ooo-mi, 500-e, m*¥ 
^#^*(Mw)fc#¥^#^fi(Mn)©Jt#i. 9£9t>*£<U ?L8fcWJJ=»-/wgfc 

(Z)m^/Ht^99. 9/0. 1— 60/40-efc£¥L^-^y=J— /V^m-£-f£3;fcf«<D 

[0032] GnRHT^^^fcte^ifcSr^. ^^^S^^V^^Srrt^ctB^b 

*(»*L<W:aEltffi^©7k) ^GnRHT^:*h*fci«<Di££, $}0. 001 
-^90%(w/w), 0*U<«^O. 01— &)80%(w/wK 5&te#*L<ttJl&l~ 
5^70% (w/w), 4*lc#*U<H3ie50%©jMEJcte5J:5l!:«^U ft**B£-rSo 

^(om.(D^m\Mtvx. T/vzr^y. ty^. h^a-^ ^U^J 

bOfl^ffc (^J s -^hv— A- j3 -V^n^Ev^y ^, 0 -V^n^^MJ^/V^^- 
^f;Vx-f«), ffififcBbKsff^hy^ aJfy^UV^ya— /WjQiif©^^— 
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/WfrS»«tK tfVtti/^wysl'VP^'ffiltJjWtx-XTsl'lM* Tween 80, Tween 

60 B*n,tfytti/^is>\i^i/mmmfciM.Hcc>-6o, hco-7o 

[0033] Z.(D£o\^XmhflZ>foik1®t, ffi25-1&35X;Kmm^tc^fcftftM&tfV^— 

^nn^fydWl/y), ^cm/JvW^ ^nnx^y, ^nnx^y, 
hy^nnai^v, M«tiHft^k JigJtegg^TvHg g^^/K ffflfc/^/i, 

mmm(D2M^±^m'M:(Dm^-xm^xm^^xh^\ ^mmmn, ^ix^ 

■=Mfc ^^Offimi^^M^^^jfiS^JO. 01-^)90% (w/w), 0*U<{* 
j^O. 1~&}80% (w/w) x ZbKm £lXtem~$J70% (w/w) , #^0^b<« 
^J35%-C^5„ 
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[0034] GnRHT^^h*^tt j e©*asr&^ % m^wmw^^^ ^mmt*kfoft& 
mm*v^--<?>m6ik<Dm&&&ft, m^imsmmit*>. l-mooo 

<Dt&<Dm&i)KffiO. 01-^)50% (w/wh »l£;L<i*&K). 5~$J40% (w/w) x £ 

m^<Kmo. 1-^30% (w/w),^^0*b<{^io%T^«t5(cm^i-^ 

[0035] ^TbT, GnRHT=f ^h*fc^^<D^^^ x Ijl^f&m&fC^lfc&V 

#ft##?tfcKy -^-^tf ^^25-^35^, m ^27-^33 < c<d}i. 

U< ^27-^33 < C^M-r^^^»W*LV \ 

frti%m&ttm , mLfcJM*mv&vxh £i \ 

[0036] ^^fefL>fb#(Dm^^n^M*^a^^^<t^?Ubxm(*t?Uk)^#i-o 
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mioom, £v&^is<feffi3-momxfoz> 0 

mio, ooocp-e, 0^b<«^j ioo-$j5, ooocp-efe^o #f-»*b<«^)5oo— 
$j2, ooocp-efc^o 

m%m^x^x^i^w^om%^m^m-m8x:(D7km^x^u w/ 

5-^20^ ^pS-T£-£:aW£bv \ 

H\^x'&i&&^?vijjzf^;v*m&-rz> 0 

[0037] ±fE*M<*B * K?Ufc#J&*n;iTfe«fcv \ K?Wb»lfcb-cr±, — jRfci^J&fco/w 

;^t£#®7£t£3!j (09, Tween 80, Tween 60, HCO-60. HCO-70ft£f ) % * 

^**Bt!l*5tt5«^b»J<0*aPtt, 09x.^O. 001-^)20%. 0*b<^O. 01 
— $J10% % £bKiRi&,<ttffiO. 05~&)5%, #^$?£L<te:$J0. l%t?fc^ 0 

[0038] ±m<Dft7km^temmf£wzmm&tox.xh&\ mmmf^mmmtL-x^ * 
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o 

[0039] ine>©SSJEEPj8i^!ltt^ffi-C^^U-rb. ^bT^ffiUTfciV^ 

SC<0#£\ 01~$J60% (w/w) . #&L<f*#jO. 01-^40% (w/w) x £9 
0*L<f*^O. 05-^)30% (w/w), 4#fc0*L<tt*&O. 5— Jfol. 5% (w/w)-? 

l&UUg^fflV^;ft5o &SffillW#J<0Sfcto*&tt\ ^S^T^MIi* 

c -m^m.^mxhoxi>^\ 
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&&&w&itz>z.b&X'%, z<Dnmtemcmm£ti?&^K mx.&, ^400^70 
[0040] ^mmm<Dmm^ ^(o^m^^xn^tx^ \ ^(DXttjrmtvx^ m 

^<D£5Kvxnbthz&ifr^4?v*-7±/i'&. Tg'bftM&^vzzm. m^f- 
mKHmi,x^^mm<DGnRHr=i^^h^.tc^(Dm. mmmsmm^ $umm 

[0041] wm^n*p, ®.^m±<DMm*Vi<:tz.mz.mm±m*m^xh£\<\ mmm 

^^m^Ei^m^h^o ttfaxh. ^>-~h—^*mmx&z> 0 
—m24Mm%x&z> 0 

[0042] *mn<D&tm-?4?v#y*tM-z. m&m*^mvx\ ^r^^w^uv \, mm 
&mtvx^ &fcft\z.&$.vxt>mm^ts:<. w&&mt£t°<Dm,mmBx\ ± 

sx±*m-M:<Dm&xm&vxm v v-ob £v \, 

^hy>, v**xh})>, D— y/Hfl — /K 7?b—^ -fY?m. ^r/VY— ^ ? 
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wm&£i/n3\ m^^si-^y^ m^m-thy?^ m.wtrvvvj±, mm 

[oo43] mi&ffl<D&mm;te. m^m^mmm, m^m^mm^xmhMmm<Dm:m, 
m&i~. i&m&iM£*4?v*^;v^(Dmfcm(o^m^s mmmo. 5-^99 

% (w/w) , 0*L<«^J1-^J9O% (w/w) „ £«90£L< tt&)2-&J60% (w/w) 

^?vX7'±/]s^(Dm&M<D^A&ffi2—m40% (w/w) , 030X^15% (w 
/w) bt£Z>Zbi>m&^ \ 

2)^m^^^^^(D^y^m^^±<Dumx<Dnm^-mb^, x 
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£-ox-bmm.-rz>z-t&x%z> 0 

^?ti%-7±/is&ffiftu mMM&mM'£.tc\*.Mm 

vtcmm^K^nu ov ^xw^^t^um^mrr^tKXoxm^^o 
MttfeMM^tcmz.. mm&^iktc\mfcm.m&n<>x^\ t»t>\^ 
^^^m^K^mvxmhn^mmimMM^mmvtcw^ m^m,m-r 

[0045] ±|SLfc7kf^j*(-J:oT#^SW^n^^-fe/^ % 0r^-£<9> S 

&m ^tt^u&i ^n&<7>nmz.j)mirz>z.b£.<9, -^^^n^^v^co^xx^ 
^mmm<D&£&£<9$6&£ft?bbh^ %kwtvk<D&m&mz.bftx$z> 0 

pm^mnm*-vv&3z'rz>^btfft \, 
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GnKHT=?~xh&tc\tt(Di&<D5m, £ikm<Dfemmm±-rz<Dx\ mm 

<D#7xm&u&fabm2ox;m^nm%&m<DH&x&z> 0 
[oo46] ^utim, mm^m, ^m-r^^^^/vmt^t^x^xm^^K — ^ 

y-t/vmmm(DffimK£*)mz'rz><Dx\ mmmm. ^(Dmmmm^r^ 
nm^fj:^m^m^^xhx^\ mMm^m<Dm^\^Mci^mtvx, m^it^ 

£<. mx.\f.¥-i%&b 1 L.XmO. 1 — $J1000/im x 0£L<te&)l~&)3OO/i m, &b 

[0047] ^^n^/^ir/KB) w\ m&&f<vffi.mmmmm<. #i?tk£> ^^m^nmr 
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mm. 3mmw)(DMm^<Dm^mt^^mm.n.mn. m, ooo PP m-^2 
o.oooppm-efc^fc^. mmm&\z.&tix^z> 0 

[0048] v^n^^t/KC) JJ1*SV^, ?LII/^y=»— /l*D|aj*Jfcfcl/rtt» £?£b<te9 

o/io— ioo/o-e, #^^f*u<«ioo/o-efc5o 

— /V^<Dm^tt/5 s 100/0<D#^(i^j7, 000—^25, 000, 90/10O#^^7 
, 000— &J30, 000, 80/20<D*§-a-te$)12, 000—^)30, 000-efc3 o 

^mW^^GhRHT^^hi^C^<D^<Dm&t\^X^ il^20-70 
% (w/w) „ £?;£U< f*#*j25~65% (w/w) . £W£V< {235-60% (w/w) "Cfc 

So 

?ftffi^^*3^s=^y^— fti^uj^tfy^— o^ra, a#^jo. 5-90% (w/ 

w) , te$j2— 60% (w/w) -CfcSo 

[0049] ft^^^a^ir/V (A) fcLTtt:. J^fclft f-te, Wfcr&0**M2n*m£p 
flfcv^n*^(MC) #2^dSffiV^^o 

mw&$k'?4?nxy±/)s(c)bLxi%, Mcftmaz, ®&rz&mm-em&& 

fvkrr^niJ^A^ (MC) # 3ft £#18 V ^*u5 0 
[0050] ^^^n^^-fe/VSr&tt^Ji!^ W^n#^i?/V£#ffc#J(#!U Tween 80 
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, HCO-60. *As1fo*S*f-A*ZA'Vi—^ TJ>^>Wrtrh9*? t£#M#k * 

/Dtf;w^^*if), mmtmm. mt-rw^ -^~h-/K 
mmmit. mmifr&&m\t\.xmmk^t^<Db&m&&tttch<Dzm v > 

±!EOGnRHT^*M#f £L<te. y*— T'tiwyvSSfctt-fctfXlfi, J;t)0*b<tt 
[0051] £fc. _hSaKflltf>#-5-S;W:. GnRHT=*=;*M*mXtt, y*— ^nU-y^Ofefctt 
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, &5-ttMW}mWL UM%WiM&L fcK ^s>K *1Hr\ tr;, *? 

^tzn^(Dm^ £wnv<temm~~-y*^y» <Dmmkvx<Dm$hAx$>ti&£ 

\\ 1tb%.&, ±.teMtiaM$LW}mzi UhtdOU^-MtVX, ^O.Olmg^V^ 100 
mg/kgfrfi, 0*L<^O.O2mg^V^b5Omg / /kg^fi > $^C$mXteO. 05mg 
#1 ^L20mg/ / kg#:m^>^|Sd^jgM^^^-et§ o 

ttiafrUK^avvCWu 1 0 (-o#GnRHT^^h(0*b<fi, y^— T/nt/y^fcte 
fc#-£i-*LHr,fcV\ _hlSOGnRHT=?^b(0*L<^, y~— TWy^fc 

^)0.01d^25mg@S, 0*U<{*^O.ld>bl5mg^ % iW*U<tt*ll0.1d^l 

GnRHT=*=;*M0*b<«\ y^— ^owyi^fe/ttt*©^ w^mxfssmy^ 
X. — |alt3:o#GnRHT:fe*M0*L<f*, y^— TWy^fctt^liU XW^. 

v<itmmv^— zfn^M&mnmo. 2^i50mg@g,^u<«^o. 2^90 
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[0052] faommom&b. t*m6o\&mitmm&vfzm&&*irzz.b&-?^ ±.m& 

x B£-7§-"t?^7F"f~<5:i§'n\ IUPAC— IUB Commission on Biochemical Nomenclature 
[0053] ^(DrnZUTlZTfrT. 



Abu 




Aibu 




Ala 




Arg 




Gly 




His 




lie 




Leu 




Met 




Nle 




Nval 




Phe 


:7i^/V77^^ 


Phg 




Pro 




(Pyr) Glu 




Ser 
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Thr :7.U$r~> 

Trp :hW7h°7T> 

Tyr :fn-/y 
Val 

D2Nal :D-3-{2-t7f;k)77=>ai 

DSer (tBu) : O-tert-^ f/WD-t y > 

DHisdmBzl) :N°-^^/V-D-Wf^ 

PAM :^^/VTir^5:K^^-/V 

Boc rt-^/V^i/^/Vtf^V 

Fmoc : 9-^'/V^-l/^-7V^^/V^-=arv'^7/V7}<=/V 

Cl-Z : a-^nn-^^vvV^i^/V/J^/V 

Br-Z :2-^n^E— s<^i?/Vtti/$>/Vs$^-sV 

Bzl :^<Vv7V 

Cl-Bzl :2,6-^DCi^yi;;V 

2 

Tos :p— h/Vrcv^/V^^/V 

HONb :N-fcKn^v'-5-//l^7l^:x-2, S-^A-^W^K 

HOBt : l-tKndriy^<^y>yT^— )V 

HOOBt :3-tKn^v--3, 4-^tKa-4-^y-l , 2, Z-^-^/VVT^ 

MeBzl :4-;*^VW<>'^/l' 

Bom ^^i^rt^rv^/V 

Bum rt-^h^rv-^^VV 

Trt :H^VV 

DNP :^hri7^/V 

DCC :N, N'-^^d^drV/V^/^^^K 



[0054] sxrizmnm. nmm&mf -c, ^0j^b^A^^)t-tfeB^«o 

[0055] •^-^S='/V^<^^5-oxo-Pro-His-Trp-Ser-Tyr-Dleu-Leu-Arg-Pro-NH-C H (£J.T 
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i/y=3— /^ija^it = 75:25, Mw^lO.400, Mn=^j4,100 > Mw/Mn=2.5(# 
#^J5^)GPC^-eaU5£Lfc1ii (^«3iCCp£ffl V >T$J^Lfdit) ) ) 975g«rS&niU 
^Jft580Qrpnu 10#P^©^#(-T*#?MfcLW/O:^NVl^ 3 ^ 

fc0.1%(w/w)^i;if =^7^3- /V (EG-40, 0 #£-J&f b^SD 7K^200L«^ 

HOMOMIC LINE FLOW(#^^fc§£) £ffll^T^7000rpmTi*#?UfcL 
TW/O/W^-x'/Vv'aVirLfCo ^<75W/O / /W3i-^/V->3^^j2500rpm, 3^fP^ 

Sr@te&i§rfCo 75 ju m© @ &S§#(Dfjgl ^fflV vrfflBiUfcfK jt«-e&j2000rpm(D 

^•fe/v^aoSWTkic^mu, 90 ju m<D g iit<0f^TS]Bfi£i6LfcgK 

J^T. MC# l)&#fc 0 -<^KA^*^8.5%-efco7to 

[0056] ^M=/^V(c:^^KAg^^l23.3g?r#*b, 2wt%g^^K^129.4g^P^L 
, 5fe£{-i£$?£-frfco r*Ul> ^n^^i890gHl»»b^:DL-?LilS^(Mw 

=#D2i,4oo, «sp«iscBi^srfflvNTjBisbfcflio losog^^pu, mfrmwxm^ 

tzM ^*&5800rpnu 4#F^#^-T*#?UbLW/0:^vV 

^clwt%-^>--h— /l^WO. lwt%aKjJ tr=/VT^3— fV (EG-40, 0 ;fc£*J&ffc 
^)*^&200L4>^&AL,HOMOMIC LINE FLOW(#8fe«fl^)&^ 
T^j7000ipm-Cjl#?L'fbLTW/O/W^^/V^3>'i:LfCo r©W/0/Wxv;V 
v^«J2500rpim 3^ra<©^#lCT^?a'T?»^LX^i3Ci^^^^tf[J&V ^Lte 

^'MT^2000rpmO^#(CT^^^^^^n^^ B -fe/k^|^$iir > ^frSrJi 
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m^tc 0 zLti\^ v?titi*#i/i280g\zmffiLtcDL-%mm&mMvr=ffi 14,200, 

^ W«Ap£fflV^$j5tbfdit) 765g^»b, tf— K~^rU— -C^5800rpm, 

£^5^ (C^L-fc^ ^-fe^lS'Ct^gJiUT^V ^c0.1%(w/w)7Kyif 
/V(EG-40, 0^^b^)7R^2OOL^t-aAb,HOMOMIC LINE FLO 
W mWtoMM) SrfflV^T^7000rpm^^^bLTW / /O/W^-^^>3^tLfCo 
^<7)W/ / O/W^-^/Vv'3>'^2500rpm % 3R#|ig<7>^#&;iT^aT&#LT^nti 

^^^m^v^L^^Tk+Bfp^isisc^x »4is:@^$'*feo 75 M m<D g ng#£>f$ 

V V vrfflHBUfcgL ^>MT^2000rpm(D^^-C®^t^^n^7 P -fe/V 

90^ m(D g H#<D^V>-et$jgSrJSLfc^, ^^h— /H30gSriD^jS»$*feo £*t 

T, MC#3)2r#fc 0 ^fKA^ttt7.8)n?fcofc. 

[0058] ^^3A^<>'K:'<^KABfflWftl4.5g?fe5ff aU ffiWffl^Kl5.9g^P^., 

*gfl?$*fco -ttiJl, v ? ^na^^^204glC^LfcDL-?L^m^(Mw=^J14,100 

dr^— -e^JlOOOOrpm, S^Rgo^^Tit^fL-fbLW/O^/VVa^^feo 
W/0^^/V->3>'^16 < C{C^*PLfc^, ^#$n6 c C{c:l)^f)LT:}3V ^fcO. l%(w/w) 
7Kytf^/VT/W=— ^(EG-40, 0^^k^)7K^25L4 t (-^AL, HOMOM 
IC LINE FLOW(#^^b^)^V>T^7000rpmT*»#fUkLTW/O/ / W^ 
•^/Vv-a^^LfCo ^OW/ / O/W^^/Pi/3^^2000rpm, 3V$m<DgiW\ZX^W. 

75^ m(D g 0B#<DfSl^JBV^fSiiLfc8L jf <MT^2000rpm<^#&-TigMlft 
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x.mm^tc.o z.ti&5ox;<D-!ki&mu&&{ t ¥x\ omm. 20mm. 22mm. 2m 

sKU^-cDIfcgrTOJ^* (Mw) <D ®\& (GPCfe) 
[0059] :£p B n$J0. 05g£*«9 , "Thyth'vy?^ (THF) &1)\\Z.Xm^5mLbU 

ir 

E'J^ ft?m&%i<D7$y^u>i&m&(F-io, f-2, A-sooo&tFA-iooo) 

> ft^m®t%i<Dm^u>mm& (f-4, f-i, a^soo^a-soo)^^ 

*L$J0. lg£*9. THF£2in;tT^L40mL£U ^^^Bti-?) 0 
f^^Mm^^^A&tf B 100 n LMo^ ^<D»«l^vh 

ft^mwuE&m£VF)&irz>o m^m*mmfrhntmm&ft(D\?-?m& (ho * 

[tHfc5£] Mw=E (Hi X Mi) /E Hi 

^W^:^^@llfft-(HLC-8120GPCiy^^^P^O^^-r5^(0) 
^7^A:TSK guardcolumn H — L(40x6. Omm i. d. ) 

HR 

TSKgel G4000H (300x7. 8mm i. d. ) 

HR 

TSKgel G3000H (300x7. 8mm i. d. ) 

HR 

TSKgel G2000H (300x7. 8mm i. d. ) 

HR 

TSKgel G1000H (300x7. 8mm i. d. ) 

HR 
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M)fB:THF 

OmL/min 

ffimm&A 100 /zU£o#, _hfEO^#t?^i-Si:#^ F-10<Dt°-^F-2O 

(2) ^<Z)#m't4: 

(3) *£»jfB£&AU (2) T^AUfc^2i^B(D^t 0 -^(D^y-^— x^-^ 

(4) tgsti&ftz>«£ (ft^ci2*) 

(5) ^*i*B£&AU (4) "Cft& ^^Abfc^^O^^y-^— /<-«fx^ 
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(7) (Dx^m^AvtcmmmmA, (2)x&A\^tc.mmmmB&mz(6)x8LA 
vtcmmmmA<Di%wmm<DmttMmKD:¥mmz.Mirz>^ \^-m^<D^wm 
, ^^(D^mi-m^Kx^^o 

9<W Mw 
F-10 98900 
F-4 37200 
F-2 17100 
F-l 9490 
A-5000 5870 
A-2500 2500 
A-1000 1051 
A-500 495 

[0060] ##^!|lT^5tbfcMC#l (^^KA^^*8.5%)0.141g^ % 03%m2XWm. 

UyhMC#2(-<^KA^^^*7.5%) 1.920g^Dx.-Cm^b, 2®^1^^^C2^ 

^t;p*(wr, =3^A)^nMufc 0 ^<Dm<Dm.^itm\-xiMi2(^^Am 

mm^mmitt^x) xh^tc Q 

mmz 

[0061] ###j3^§£j£WtMC#3 (^7WAg1^i£^-*7.8%) 0. 184g^, ##^ij2T^it 
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LfcMC#2(^^KA^^*7.5%) 1.720g^Px.T^b, 2«^§bM^n;*7 

[0062] ##^lj3-e$SlitLfcMC#3 (-<^KA^^*7.8%) 0. 154g^ ###12-^^ 
LfcMC#2(^7°^KA@1^i&^*7.5%) 1.920g^n^T^b, 2W®&Wm^<<? 

Ammm,(ommittvx) x^tc 0 
[oo63] mmnxwmistcMoti (^^Ammm.^m8.5%) o.uig^ ###i2-c«£ 

UfcMC#2 (-<^KAg^^^*7.5%) 2.560gZMx.Xm&U ZmM&m^WD 
[0064] mM&teXMWLt^mm&m^fvjjy-t/^M, ^>^B<£>120mg(-<^RA@£ 

mm.tL-x9mg) &ftmmmo.zmLXMML.7vhiz&Tmi^x, skm^^^v 

A^SSrS'J^Uto MC#2<D120mg(-<^KA@^^i:b-C9mg) £#m»J0.3mL 

xmm^yhxmm<vm.m$:u mmmx^sk^mmm^tit^-t^ u^mm 

^^BfiMC#2J:«9i^flt:^ti^b, ^(0#^ji^{^m^oT43l9, 2il^lv^ 
[0065] ^^Jl-ep^b^TO-a-M^^P^^-fe/^^ 3^A(D129mg(-<^KA 

@^^^uT9.75m g ) ^mmmo^mLxmm^yH^r^vx. jkm*P<V< 

ZfJ-YAmm&m^tio MC*2<D\2<imz(^^YAmm&b\^XSmg)%ftimm 

o.zmLxmm^yhxmm^^u mmmxtDsk^mm^mtit^tio 
£\ =*>7$AteMc#2£<9mmimu nm<D^wmm^^xm, 2mm&m 
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[0066] mMm4^nm^tz2mm&m^?v*'7 j tjvM. ^>-^Doi69mg(^^KA 

^FAmmZmfelstc* MC#2<m20mg(^:/^KA^8£±&£:bT9mg) Sr^fC^ 

[0067] ^^^^M^^GnRHT=?^h*fc}i^<D^^#^-r^^^i3^^-fe/^m 
[0068] [|Hl]^^Jl^^m^bfc|l|-efc?>o mi^^B^^tlt^<D^.y^A(Djk 
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o 

[2] GnRHT^^^fcte^m^ 5£ 

5-oxo-F > ro-His-Trp-Ser^Tyr-Y-Leu-Arg-Pro-Z 

[sS'K YteDLeu, DAla % DTrp, DSer(tBu\ D2Nal5o«£U ? DHis(ImBzl)^^il(^tl^) 

Z«NH-C2H5^cf*Gly-NH2^- : etl ; ett^-t-] ^frSih^TW^fctt 

[3] GnRHT=?^h*fc{^om^ x ^ 

5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 

[4] *«^5^ $k±-&b9. @«^ 5 ^ *«re«>si»*3fiiiB«o»yw. 

[7] M#! KGnKHT^~Xhttltt<DM%&Mcir%^?v#^/\'bMM ("GnRHT 

(i)GnRHT^^^fc{t^rOl&i:(ii)fi*^^T-*^)18, 000— &J30, 000<£> 

MM {-GnRHT=f^h*fc«^<D^#^-r§^^C2^^ir7V^ % 
(1) (i)GnRHT=f^h*fcf^^^(ii)a4¥^l5>T-*^)8, 000— &J12, 000 
<OfLK-^y=—/HftS-^#: (75/25 ) ^^Wi-^-^^n^^-fe/^fc 

ft 
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(2) (i)GnRHr^^h*feHt^r©^(i0m*¥*&^ft^l3, 000-^)18, 00 

O^fLmm-a-frir^W-r^W^n^^-fe/VT^^ff^^llE^O^Jo 
[9] SW^GnRHT^-^h^cfi^O^^-t-^^^n^^-fe^^^ 

(i) GnRHT=^*h3;fci«<D^ (ii) m*¥^J^T-*5000^T^m^^#* 
^^X^^^^±^X\ 

(1) (i)GnRHT^^h^fcifi^<7)^j;U?(ii)S*¥^ : f-*(Mw)^8 > 000 
-mi, 500^m*^^*(Mw)fcjRsp*&^*(Mn)«)JtaSl. 9«£<9t>* 
£<U ?L^^y=3~/V^o*J.^/VJt^99. 9/0. 1— 60/40T^?L^-^y3 

(2) GnRHT^^h*fc^(^^^20-70fi*%^L-CJfe-5P fc 37K^^t, ?L 
^/^y=a— /V^Om^it^80/20— lOOXO-em*^^*^?, 000— 
&J30, OOOXfoZ^tfV^—fo NL^^y-^— £;&ffiffrJ^IC£LT^#LT#5 

[10] ^ffi^GnRHT^^h*fc^^CD^^^-t-5f»*^l-9|E«O#^SI^J 0 

[ii] «ffi^5^ ^_b-e^«^^ioiamco#^tt^Jo 

[12] m^mm^^mm^^x^miLmm. mumm^m. ^^mm, 

[13] S^l-GnRHT^^h^^^^^^-r^^^n^^-fe/V^^fCGnRHT 
^^h^^^O^^#^5^^ci^^-fe/V^^^-t-§-^^^^^ff^3Sl 

[14] «?L«]^^^bTm^^lfEm0#^»J0W^*^^1-^-t^#m^« 
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